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2a)KI This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) £3 Claim(s) 7-75 is/are pending in the application. 

4a) Of the above claim(s) 5-6, an d13 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) E3 Claim(s) 1-4,7-12,14 and 15 is/are rejected. 
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8) D Claim(s) ^ are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 
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Art Unit: 1649 

DETAILED ACTION 
Response to Amendment 

1. The amendment filed 12/14/05 has been made of record. The text of those 
sections of Title 35, U.S. Code, not included in this action can be found in a prior office 
action. 

Election/Restriction 

2. Applicant traverses the requirement for a restriction to a single polypeptide 
sequence made in the Requirement for election/restriction of 3/17/05 on the grounds 
that the sequences are similar and have the same function. The argument has been 
considered and not found to be persuasive for the reasons set forth in the requirement 
for restriction of 3/17/05 and in the office action of 6/14/05. In addition, in the action of 
6/14/05, the examiner also invited Applicant to indicate positively that the different 
sequences were obvious over one another. Applicant is silent as to whether the 
different amino acid sequences are obvious over one anther in the subsequent 
amendment of 12/14/05. While the polypeptides are purported to transport glutamate, 
applicant has not defined the common structural elements related to that activity. 
Merely having sequence homology is not equivalent to identifying the structural 
elements essential for the function of the polypeptides. Therefore the requirement for 
restriction is maintained. 

The requirement is still deemed proper and is therefore made FINAL. 
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Objections/Rejections: Withdrawn 

Claim Rejections - 35 USC §112 

3. Rejection of claims 9 under 35 USC § 112, 2 nd paragraph, is withdrawn due to 
applicant's amendment. Applicant has amended to take out 'native' in 'native 
mammalian cell/ 

Objections/Rejections: Maintained/New Grounds 

Claim Rejections - 35 USC §112 

4. Rejection of claims 1-4, 7-12, and 14-15 under 35 USC § 112, 1 st paragraph, 
enablement is maintained for the reasons made of record in the office action dated 
6/14/05 and the reasons below. Applicant's arguments have been fully considered and 
not found to be persuasive. Applicant argues that the specification contains numerous 
tests, which were performed in order to identify certain proteins as relevant to pain. The 
examiner notes that beginning at section 0086, the specification discloses measuring 
changes in gene expression related to the injection of Freud's adjuvant or collagen as 
an animal model of pain. However, there is no nexus between a change in expression 
between any one or more mRNAs or proteins, together as an ensemble or singularly 
expressed, and the pain in the animal. A change in expression of one protein among a 
large (undefined) number of proteins in an animal model of pain does not indicate that 
expression of that protein is linked to pain. Enhanced expression of BNPI (also called 
Vglutl) may have nothing at all to do with pain. Enhanced expression of BNPI in an 
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animal model of pain is merely an invitation to do additional research. One would have 
to further experiment to determine if expression of BNPI is really linked to pain in any 
way. Additionally, further experimentation would also be required to determine if a 
compound should inhibit, activate, or otherwise modulate BNPI. In short, injection of 
Freund's adjuvant or collagen causes elevated expression of Vglutl and induction of 
pain. That does not mean elevated Vglutl causes pain. 

5. Neither prior nor post-filing date art supports a role of vglutl in mediating pain. 
For instance, analysis of expression by microarray of proteins with a greater than two- 
fold change in an animal model of pain did not find that vglutl (BNPI) was elevated (Sun 
et al 2002). Sun et al identify more than 50 proteins that show greater than two-fold 
expression in an animal model of pain (see Table I, page 3). However, Vglutl is not 
among them. Further, Sun et al are silent as to whether any of the proteins identified by 
their method are necessarily involved in pain. Sun et al explain that the study is merely 
a starting point for determining if one or more of the genes actually represent 
appropriate therapeutic targets by having a role in pain modulation, saying "The aim of 
this study was to find genes that are enriched in the dorsal spinal cord that can 
potentially play important roles in pain transmission, pain modulation, and 
pathophysiological conditions [page 7, right col; emphasis added]." Thus, the art does 
not recognize that mere upregulation in these circumstances is predictive of causality. 

Applicant argues that abstracts contained in appendix A of the Remarks indicate 
a method of using Vglutl to identify compounds that modulate pain is enabled. 
Importantly, none of the abstract or titles link Vglutl to pain. Additionally, several of the 
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abstracts indicate Vglutl activity or expression changes not related to pain. For 
instance, Moutsimilli et al (and Tordera et al) of appendix A show that Vglutl is 
enhanced in the brain with antidepressant activity. Thus, applicant has provided 
references that not only don't support 'a method to detect a pain-regulating compound,' 
but further teach away from a specific relationship between Vglutl and pain. 

Applicant argues on page 8 of Remarks that "There is nothing in the record to 
suggest any reason why the method would not work as claimed." In contrast to 
applicant's assertion, the entire prior rejection of 6/14/05 under 35 USC 112, 1 st 
enablement, pages 3-5, and the above arguments all describe why the method will not 
detect compounds that regulate pain, as well as various other aspects of the claims that 
are not enable. 

Applicant states on page 9 of Remarks, "it is important to note that the method is 
directed to detecting a pain-regulating substance, not measuring the degree to which a 
substance may regulate pain." While this is correct, Applicant is claiming 'a method for 
detecting a pain-regulating substance' which means that any substance identified by 
the method must, by the definition of the preamble, regulate pain. Since there is no 
nexus between Vglutl and pain, one skilled in the art could not use the invention to 
identify compounds as recited. 

Therefore, for the reasons given in the office action of 6/14/05 and the reasons 
given above, it would require undue experimentation for one skilled in the art to make or 
use the invention as currently claimed. 
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6. Rejection of claims 1-4, 7-12, and 14-15 under 35 USC § 112, 1 st paragraph, 
enablement is maintained for the reasons made of record in the office action dated 
6/14/05. Applicant's arguments have been fully considered and not found to be 
persuasive. Applicant argues that the amendment of claim 1 overcomes the rejection. 
The amendment to claim 1 includes a list of 'functional parameters' that includes 
measurement of regulation, inhibition, or activation of receptors, ion channels, or 
enzymes or via measurement of a modification in gene expression, ionic medium, pH or 
membrane potential, or via a modification in enzyme activity or concentration of second 
messenger. 

However, neither the specification nor the art teach a relationship between Vglutl 
and elements such as receptors, ion channels, enzymes, ionic medium, pH, enzyme 
activity or concentration of second messenger sufficiently for applicant to claim a 
generic 'measurement' of an enormous and varied genus of 'functional parameters' 
encompassed by the varied and unrelated things in the list above. 

Applicant on page 11 of Remarks argues that at least in examples 5 and 6, 
procedures are provided in the specification sufficient to adequately show possession of 
the claimed invention. The examiner points out for the record that example 5 teaches 
making a fusion protein of Vglutl for purification from bacteria, and then incubating said 
fusion protein in an in vitro assay with 32 P- ATP and a substrate that is phosphorylated, 
such as a histone preparation from Sigma. The assay is putatively to be used to identify 
kinase inhibitors. The examiner further points out that no glutamate transporters 
polypeptides are known in the art as having kinase activity, and that the specification 
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does not demonstrate that Vglutl has kinase activity, nor does anything teach 
measuring kinase activity in relation to a test molecule binding Vglutl . 

Applicant on page 11 of Remarks argues that the claim "involves simply 
incubating a test substance with a biomolecule and then. ..measuring a functional 
parameter modified by this binding." Applicant further argues further on page 12 that 
"there is no requirement in the patent law that examples be provided," and that "a 
person of skill in the art would clearly understand that the applicants were in possession 
of the invention as defined by the claims." The examiner asserts once again that one 
skilled in the art could not envision an assay using the generic (and indefinite; see 
below) 'functional parameters' recited by the claims because neither the art nor the 
disclosure teach the relationship between Vglutl and the functional parameters recited. 

7. Rejection of claims 1-4, 7-12, and 14-15 under 35 USC 112, 2 nd paragraph for 
failing to adequately redefine the term ""a method of detecting a pain-regulating 
substance," is maintained for reasons made of record in the office action of 6/14/05. 

8. Rejection of Claims 1-4, 7-12, and 14-15 under USC 112, 2 nd paragraph for being 
indefinite for reciting "stringent conditions" without first defining the meets and bounds of 
such conditions is maintained for reasons made of record in the office action of 6/14/05. 

9. Rejection of Claims 1-4, 7-12, and 14-15 under USC 112, 2 nd paragraph for 
omitting essential steps is maintained for reasons made of record in the office action of 
6/14/05. 
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10. Rejection of Claims 1-4, 7-12, and 14-15 under USC 112, 2 nd paragraph for being 
indefinite for because the relationship between the step a and step b is unclear is 
maintained for reasons made of record in the office action of 6/14/05. 

11. Rejection of Claims 1-4, 7-12, and 14-15 under USC 112, 2 nd paragraph for using 
the term 'functional parameter,' without adequately defining it is maintained for reasons 
made of record in the office action of 6/14/05. 

12. Rejection of Claims 1-4, 7-12, and 14-15 under USC 112, 2 nd paragraph for 
omitting a necessary ending step wherein a determination is made as to whether the 
compound is a pain regulating compound. 

13. Rejection of Claims 4 under USC 112, 2 nd paragraph for reciting expression of a 
form of G-protein without any clear relationship between it and the invention is 
maintained for reasons made of record in the action of 6/14/05. 

14. Rejection of claims 2-4, and 7 under 35 USC § 112, 2 nd paragraph, for 'genetic 
engineering' is maintained for reasons made of record in the office action of 6/14/05. 

15. Claims 1-5, 7-12, and 14-15 are further rejected under 35 USC § 112, 2 nd 
paragraph for reciting 'ionic medium.' It is not clear what the claim intends to measure 
when it recites 'ionic medium.' The specification gives no clear rendering of the 
definition, nor is it clear to one of skill in the art what "measurement of the regulation, 
inhibition or activation of ....ionic medium" means. 

Claim Rejections - 35 USC § 102 
Rejection of claims 1-3, 7-12, and 14 are under 35 USC § 102(e) over US 
application number 20020098473 is maintained for the reasons made of record in the 
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office action dated 6/14/05. Applicant's arguments have been fully considered and not 
found to be persuasive. Applicant argues on page 16 of remarks that the provisional of 
the application 20020098473 does not disclose a method for identifying compounds that 
modulate pain (wherein the limitation to pain is found in the preamble of the broad 
claim). 

In response to applicants arguments, the recitation "a method for detecting a 
pain-regulating substance..." has not been given patentable weight because the 
recitation occurs in the preamble. A preamble is generally not accorded any patentable 
weight where it merely recites the purpose of a process or the intended use of a 
structure, and where the body of the claim does not depend on the preamble for 
completeness but, instead, the process steps or structural limitations are able to stand 
alone. See In re Hirao, 535 F.2d 67, 190 USPQ 15 (CCPA 1976) and Kropa v. Robie, 
187 F.2d 150, 152, 88 USPQ 478, 481 (CCPA 1951). 

Applicant also argues on page 16 of Remarks that the enzyme is not disclosed in 
the provisional. Applicant is directed to page 2 of the provisional 60/220,556 wherein 
'BNPr is disclosed as known in the art as Accession number AB032436 (one page 
alignment included as appendix a) which has 99.7% homology to that of SEQ ID NO: 4. 
Further, Applicant is claiming the method wherein 'BNPI' and variants with 90% 
homology are used. Furthermore, contacting BNPI with compounds and measuring 
(including the binding and transport of labeled glutamate and contacting with transport 
inhibitors) is disclosed in various places, including Figures 1-4 (pages 26-29). 
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Conclusion 



No claim is allowed. 



THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Steven H. Standley whose telephone number is (571) 
272-3432. The examiner can normally be reached on 8:00-4:30 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor Janet Andre can be reached on (571) 272-0867. The fax phone number for 
the organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). /? 
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